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1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of . 



_§_ 



sheets, including this cover sheet 



r— I This report is also accompanied by ANNEXES, i.e., sheets of the description, claims ; and/or ^^^^ 

I I amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 

70. 1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
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Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 



□ 



pages 
pages 



, as originally filed 

, filed with the demand 



.filed with the letter of 



□ 



the claims: 



pages 
pages 
pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



„ , filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



m , filed with the letter of 



| | the sequence listing part of the description: 
pages 



, as originally filed 

m , filed with the demand 



_ , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| _ j the language of a translation furnished for the purposes of international search (under Rule 23 . 1 (b)). 

| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 



contained in the international application in written form, 
filed together with the international application in computer readable form. 
1 | furnished subsequently to this Authority in written form. 
[_] furnished subsequently to this Authority in computer readable form. 

1 The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



4.D 



The amendments have resulted in the cancellation of: 
the description, pages 



_ the claims, Nos. 

I the drawings, sheets/fig . 



I — I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)) ** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to wider item 1 and annexed to this report. 
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IV. Lack of unity of invention 



In response to the invitation to restrict or pay additional fees the applicant has: 

| | restricted me claims. 

|~1 paid additional fees. 

| J paid additional fees under protest 

| | neither restricted nor paid additional fees. 

1^71 This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68.1, 

12SJ not to invite me applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
[XI complied with. 

| | not complied with for the following reasons: 
See supplemental sheet 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 

|^| all parts. 

me parts relating to claims Nos. 
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Supplemental Box , 
(j 0 be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: IV . 3 



Claims 1 to 12 pertain to cell proliferation 
inhibitors which comprise a substance that inhibits the 
amino acid transporter ATB°' + as an active component. 
However, cell proliferation inhibitors which comprise a 
substance that inhibits the amino acid transporter ATB°' + 
as an active component are not novel; therefore, the 
technical characteristic of claims 1 to 12 actually 
pertains to cell proliferation inhibitors which comprise 
specific substances that inhibit the amino acid 
transporter ATB°' + . Consequently, claims 1 to 12 do not 
have a technical relationship involving a feature that 
defines a contribution over prior art, and do not have a 
single general inventive concept in common. Such being 
the case, the present application includes five 
inventions, corresponding to the number of groups of 
substances that are set forth in the claims, as follows. 

1. Portions of claims 1 to 12 

Cell proliferation inhibitors which comprise an L- 
amino acid as an active component. 

2. Portions of claims 1 to 12 

Cell proliferation inhibitors which comprise a NOS 
inhibitor as an active component. 

3 . Portions of claims 1 to 12 

Cell proliferation inhibitors which comprise a 
phenylglycine derivative as an active component. 

4 . Portions of claims 1 to 12 

Cell proliferation inhibitors which comprise 
carnitine as an active component. 

5. Portions of claims 1 to 12 

Cell proliferation inhibitors which comprise a D- 
amino acid as an active component. 
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j V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-4, 6-12 



1-12 



1-12 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

Document 1: Barrie P. BODE et al . , 



Document 2 



Document 3 



Document 4 



"Role of Glutamine 
Transporter ATB° in Human Hepatic and Colon 
Cancer Cell Growth, " FASEB Journal, 2001, 
Vol. 15, No. 4, pp. A435 

Bryan Christopher FUCHS et al., "Inducible 
Antisense Inhibition of Glutamine 
Transporter ATB° Expression Arrests Growth in 
Human Hepatoma Cells," FASEB Journal, March 
2002, Vol. 16, No. 4, pp. A456 
Database Biosis on STN, Bioscience 
Information Service (Philadelphia, PA, USA) , 
No. PREV200200408849, Seiyu CHEN et al . , 
"Evidences of Human Stanniocalcin 1 and 
Amino Acid Transporter ATB°' + as Potential 
Diagnostic Marker for Non- small Cell Lung 
Cancer," Proceedings of the American 
Association for Cancer Research, Annual 
Meeting, March 2002, Vol. 43, pp. 518-519 
T. HATANAKA et al., "A Study of the 
Substrate Specificity of Na + -dependent and 
Na + - independent Neutral Amino Acid Transport 
Systems in Dog Intestinal Brush-border 
Membrane Vesicles Using L-alanine 
Analogues/' J. Pharm. Pharmacol., April 
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Document 5 



Document 6 



Document 7 : 



Document 8 



Document 9 



2002, Vol. 54, No. 4, pp. 549-554 
T. HATANAKA et al., "Transport of N^nitro-Li- 
arginine Across Intestinal Brush Border 
Membranes by Na + - dependent and Na + - 
independent Amino Acid Transporters/ 7 Pharm. 
Res., 1999, Vol. 16, No. 11, pp. 1770-1774 
Takahiro HATANAKA et al., "Na + - and de- 
coupled Active Transport of Nitric Oxide 
Synthase Inhibitors via Amino Acid Transport 
System B°' + , " Journal of Clinical 
Investigation, 2001, Vol. 107, No. 8, pp. 
1035-1043 

Vadivel GANAPATHY et al., xx Na + - and Cl~- 
coupled Transport of Carnitine by the Amino 
Acid Transporter ATB 0, + ," FASEB Journal, 
2001, Vol. 15, No. 4, pp. A435 
Takeo NAKANISHI et al . , "Na + - and Cl~- 
coupled Active Transport of Carnitine by the 
Amino Acid Transporter ATB°' + from Mouse 
Colon Expressed in HRPE Cells and Xenopus 
Oocytes, " Journal of Physiology, 2001, Vol. 
532, No. 2, pp. 297-304 

Takahiro HATANAKA et al., ''Transport of D- 
Serine via the Amino Acid Transporter ATB 0, + , 
Expressed in the Colon, " Biochemical and 
Biophysical Research Communications, 
February 2002, Vol. 291, No. 2, pp. 291-295 



Claims 1 to 4 and 6 to 12 pertain to cell 
proliferation inhibitors which comprise a substance that 
inhibits the amino acid transporter ATB 0|+ as an active 
component; however, document 1 (395.10), document 2 
(388.8) and document 3 all indicate cell proliferation 
inhibitors which comprise a substance that inhibits the 
amino acid transporter ATB°' + as an active component. 
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Therefore, the inventions that are set forth in claims 1 
to 4 and 6 to 12 are presented in documents 1 to 3; 
consequently, they lack novelty. 

Claim 5 pertains to an invention wherein the 
substance that inhibits the amino acid transporter ATB 0,+ 
is an L-amino acid, a NOS inhibitor, a phenylglycine 
derivative, carnitine or a D-amino acid, and this feature 
is not disclosed in documents 1 to 3 . However, document 4 
(abstract) indicates that phenylglycine derivatives, which 
are transported by the amino acid transporter ATB°' + , are 
substances that inhibit the amino acid transporter ATB°' + ; 
document 5 (abstract) indicates that L-amino acids are 
transported by the amino acid transporter ATB°' + ; document 
6 (abstract) indicates that NOS inhibitors are transported 
by the amino acid transporter ATB°' + ; document 7 (395.11) 
and document 8 (abstract) indicate that carnitine is 
transported by the amino acid transporter ATB°' + ; and 
document 9 (abstract) indicates that D-amino acids are 
transported by the amino acid transporter ATB 0,+ . 
Therefore, it would be obvious to a person skilled in the 
art to employ the phenylglycine derivatives that are 
indicated in document 4, and, on the basis of the 
disclosures of document 4, to also employ the L-amino 
acids, NOS inhibitors, carnitine and the D-amino acids 
that are indicated in documents 5 to 9 as substances which 
inhibit the amino acid transporter ATB°' + in the cell 
proliferation inhibitors indicated in documents 1 to 3 , 
which comprise a substance that inhibits the amino acid 
transporter ATB°' + as an active component. Consequently, 
claim 5 does not involve an inventive step. 
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Certain observations on the international application 



he following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
upported by the description,.are made: 

Claims 1 to 12 pertain to 'use' inventions which 
include a substance that is defined by means of a desired 
property; namely, being a substance that inhibits the 
amino acid transporter ATB°' + . Therein, claims 1 to 12 
disclose inventions which employ any substance that 
exhibits such a characteristic as an active component; 
however, only phenyl glycine, which constitutes but a small 
portion of the substances that are specified in the 
abovementioned claims, is supported by the description as 
stipulated in PCT Article 6 and is disclosed therein as 
stipulated in PCT Article 5. 

Even if common technical knowledge at the time the 
present application was filed is taken into account, it is 
considered to be impossible to specify the scope of 
substances that exhibit the property of being a substance 
that inhibits the amino acid transporter ATB°' + ; therefore, 
claims 1 to 12 do not conform to the requirement of 
clarity as stipulated in PCT Article 6. 
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JCffi. 2 : FUCHS, Bryan Christopher et al., Inducible antisense inhibition of 
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hepatoma cells. , 
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PA, USA), No.PREV200200408849, CHEN, Seiyu et al., Evidences of 
human stanniocalcin 1 and amino acid transporter ATB 0 ** as potential 
diagnostic marker for non-small cell lung cancer. , Proceedings of the 
American Association for Cancer Research Annual Meeting, 
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